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Thionyl chloride (5.84 mL, 80 mmol, 2 equiv) was added dropwise to the solution of the above mixture in dry methanol (160 mL) at 0 ºC. The reaction mixture was stirred at room temperature for 2 h, concentrated under reduced pressure and the residue was triturated with hexane to afford 8.5 g (92%) of crude compound 9 as hydrochloride salt, with 90% content of the product by LCMS and 1 H NMR: 1 H NMR (300 MHz, DMSO-d 6 ) δ 8.19 (d, J = 8.7 Hz, 1H), 6.94 (d, J = 8.6 Hz, 1H), 3.92 (s, 3H), 3.84 (s, 3H).
7-Methoxy-2-thioxo-2,3-dihydropyrido[2,3-d]pyrimidin-4(1H)-one 15.
Ethoxycarbonyl isothiocyanate (2.08 g, 15.9 mmol, 2 equiv) was added in one portion to a solution of methyl 2-amino-6-methoxynicotinate 4 (1.45g, 7.96 mmol, 1 equiv) in chloroform (16 mL). The reaction mixture was refluxed for 2 h. The solution was cooled and concentrated under reduced pressure. The residue was triturated with diethyl ether, the product was filtered off to afford methyl 2-(3-(ethoxycarbonyl)thioureido)-6-methoxynicotinate 14 (2.42 g, 97%); 1 H NMR (300 MHz, DMSO-d 6 ) δ 12.72 (s, 1H), 12.01 (s, 1H), 8.26 (d, J = 8.7 Hz, 1H), 6.72 (d, J = 8.7 Hz, 1H), 4.19 (q, J = 7.0 Hz, 2H), 3.97 (s, 3H), 3.86 (s, 3H), 1.23 (t, J = 7.1 Hz, 3H). This material (313 mg, 1 mmol) was added to a freshly prepared solution of sodium metal (23 mg, 1 equiv) in ethanol (10 mL) and the resulting mixture was refluxed overnight. The mixture was concentrated under reduced pressure, the residue was dissolved in water (20 mL) and the solution was acidified with 1M aqueous HCl to pH 4. The precipitated product was filtered off and dried to afford compound 15 (207 
